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the claims, 



With regard to the elements of the international application:* 
| | the international application as originally filed. 

ITl the description, pages 1,2,4-43,44-46, as originally filed, 

pages , filed with the demand, 

pages , filed with the letter of 

pages 3, filed with the letter of 10 August 1999 

pages , as originally filed, 

pages , as amended (together with any statement) under Article 19, 

pages , filed with the demand, 

pages 47-52, filed with the letter of 5 July 1999. 

pages 1/21-21/21, as originally filed, 

pages , filed with the demand, 

pages , filed with the letter of 
the sequence listing part of the description: 

pages 1-13, as originally filed 
pages , filed with the demand 
pages , filed with the letter of . 

With regard to the language, all the elements marked above were available or furnished to this Authority in the language in 
which the international application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the following language which is: 
| | the language of a translation furnished for the purposes of international search (under Rule 23 . 1(b)). 



the drawings, 



| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 
and/or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, was on the basis of 
the sequence listing: 

fxl contained in the international application in written form. 

[ | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

I | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I | Th e statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished 

|"x] The amendments have resulted in the cancellation of: 

| | the description, pages 

[X~l the claims, Nos. 2-6, 19-33 

| [ the drawings, sheets/fig. 

I [ This report has been established as if (some of) the amendments had not been made, since they have been considered 

to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 

report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70. J 6 and 70. J 7). 

Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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2. Citations and explanations (Rule 70.7) 

Claims 1-36 

The invention of the amended claims is directed to peptides which are specific analogues of the carboxyl-terminal 
sequence of human growth hormone or a corresponding sequence of a non-human mammalian growth hormone. 

No individual citation or obvious combination of citations disclose the features of these claims. 

The closest art of: 

AU 77727/94 

Discloses hGH 177-191 and analogues thereof, but it does not disclose or teach the specific peptides of the amended 
claims. 
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invention has been directed to investigating whether hGH derivatives could be 
synthesised that retain the desired bioactivities and lack the unwanted side effects. 

The structure-function studies of hGH with synthetic hormonal fragments have 
5 revealed that the carboxyl terminus of the hGH molecule appears to be the functional 
domain of the hormone for the regulation of lipid metabolism 20,23 and it has been 
shown that a synthetic peptide having a sequence based in the carboxyl terminal 
region reduces body weight gain and adipose tissue mass in a laboratory obese 
animal model. 

10 

The entire contents of US Patent No. 5869452, issued on Application Serial 
No. 08/340389, dated 15 November 1994, including the specification, claims and 
figures, are incorporated herein by reference in their entirety. 

15 SUMMARY OF THE INVENTION 

The present invention provides a peptide which comprises an analogue of the 
carboxyl-terminal sequence of a growth hormone. The peptide may comprise an 
analogue of the carboxyl-terminal sequence of human growth hormone or the growth 

20 hormone of a non-human mammalian species. As described above, the carboxyl- 
terminal sequence of growth hormone includes a bioactive lipid metabolic domain. 
In one embodiment of the invention, the peptide comprises an analogue of the 
carboxyl-terminal sequence of human growth hormone containing amino acid 
residues 177-191 or a corresponding sequence of a non-human mammalian growth 

25 hormone. The analogue may be obtained by insertion, deletion or substitution of 
amino acids in, or chemical modification of, the native carboxyl-terminal sequence 
of human growth hormone or the growth hormone of a non-human mammalian 
species. 
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CLAIMS: 

1. (Amended) A peptide which comprises an analogue of the 
carboxyl-terminal sequence of a growth hormone, said carboxyl-terminal 
sequence containing amino acid residues 177-191 of human growth 
hormone: 

Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe, 

or a corresponding sequence of a non-human mammalian growth 

hormone; wherein in said analogue 

(i) amino acids at positions 1 82 and 1 89 of hGH are joined by 
a bond to promote a cyclic conformation; and/or 

(ii) amino acids at positions 1 83 and 1 86 of hGH are joined by 
a salt bridge or a covalent bond; 

or an organic or inorganic acid addition salt thereof. 

2. (Cancelled). 

3. (Cancelled). 

4. (Cancelled). 

5. (Cancelled). 

6. (Cancelled). 

7. (Amended) A peptide according to claim 1 , wherein the bond 
between amino acids at positions 182 and 189 is a disulfide bond. 
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8. (Amended) A peptide according to claim 1 , wherein the amino 
acids at positions182 and 189 are selected from the group consisting of 
L-Cys, D-Cys, L-Pen and D-Pen. 

9. (Amended) A peptide according to claim 16, wherein the amino 
acids at positions 183 and 186 are joined by a salt bridge, and are (X 
and Y) or (Y and X), respectively, where: 

X is a positively charged amino acid, and 

Y is a negatively charged amino acid. 

10. A peptide according to claim 9, wherein X is selected from the group 
consisting of L- or D-Arg, Lys and Orn, and Y is selected from the group 
consisting of L- or D-Asp and Glu. 

1 1 . (Amended) A peptide according to claim 1 , wherein the amino 
acids at positions 183 and 186 are joined by an amide covalent bond. 

12. (Amended) A peptide according to claim 1 1 , wherein the amino 
acids at positions 183 and 186 are (X and Y) or (Y and X), respectively, 
where: 

X is selected from the group consisting of L- or D- Lys and Orn, 
and 

Y is selected from the group consisting of L- or D- Asp and Glu. 

13. (Amended) A peptide of the sequence: 

X 1 m-Leu-Arg-lle-Val-Gln-Cys-Arg -Ser-Val-Glu-Gly-Ser-Cys-Gly- 
Phe-X 2 n 

wherein X 1 and X 2 are each selected from the group consisting of L- or 
D- Arg, His, Lys and Tyr, and m and n are each 0, 1, 2 or 3 with the 
proviso that at least m or n is 1 ; 
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a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

14. (Amended) A peptide of the sequence: 

Y 1 -Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe 
wherein Y 1 is selected from the group consisting of the desamino form 
(H), acetyl (CH 3 CO-) and other acyl groups; 

a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

1 5. (Amended) A peptide of the sequence: 

Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe-Y 2 
wherein Y 2 is selected from the group of CONH 2 and alkyl amide 
groups; 

a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 



16. (Amended) 
consisting of: 



A peptide which is selected from the group 



Ref No. STRUCTURE 

9502 Leu Arg He Val Gin Pen Arg Ser Val Glu Gly Ser Een Gly Phe 

9405 CH,CO- Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9410 hi - Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9404 Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe - CONhU 

9407 Leu Arg He Va! Gin Cys L*s Ser Val Glu Gly Ser Cys Gly Phe 

9408 Leu Arg He Val Gin Cys Lys Ser Val Glu Gly Ser Cys Gly Phe 

| |(amide bond) 

9604 Iyt Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
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9605 Lys Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
9618 Lys Lys Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9607 AJa Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9606 Leu Lys lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9608 Leu Arg AJa Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
9403 Leu Arg Lys Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9609 Leu Arg lie Ala Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9610 Leu Arg lie Val Ate Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9612 Leu Arg lie Val Gin Cys Arg A|a Val Glu Gly Ser Cys Gly Phe 

961 3 Leu Arg He Val Gin Cys Arg Ser AJa Glu Gly Ser Cys Gly Phe 

961 5 Leu Arg He Val Gin Cys Arg Ser Val Glu A[a Ser Cys Gly Phe 

9616 Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly A|a Cys Gly Phe 
9602 Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys A[a Phe 
9501 Leu Arg lie Val Gin Cys Arg Ser Val Glu D-Ala Ser Cys D-Ala Phe 
9601 Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Aja 



wherein the amino acid residue abbreviations used are in accordance 
with the standard peptide nomenclature: 



Gly 




Glycine; 


lie 




Isoleucine; 


Glu 




Glutamic Acid; 


Phe 




Phenylalanine; 


Cys 




Cysteine; 


Arg 




Arginine; 


Gin 




Glutamine; 


Leu 




Leucine; 


Ser 




Serine; 


Val 




Valine; 


Lys 




Lysine; 


Ala 




Alanine; 


Asp 




Aspartic acid; 


His 




Histidine; 
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Orn = Ornithine; Tyr = Tyrosine; 

Pen = Penicillamine (p,P'-Dimethyl-Cysteine). 

wherein all amino acids, except for glycine, are of the L-absolute 
configuration, unless indicated as D-absolute configuration, and the 
peptide has a cyclic disulfide bond between Cys(182) and Cys(189) 
or Pen(182) and Pen(189) as appropriate, 

or an organic or inorganic acid addition salt thereof. 

1 7. (Amended) A method for the treatment of obesity in an animal, 
which comprises administering to the animal an effective amount of a 
peptide according to any one of claims 1 or 7 to 16. 

18. A method according to claim 17, wherein the animal is a human. 

19. (Cancelled). 

20. (Cancelled). 

21. (Cancelled). 

22. (Cancelled). 

23. (Cancelled). 

24. (Cancelled). 

25. (Cancelled). 

26. (Cancelled). 
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27. (Cancelled). 

28. (Cancelled). 

29. (Cancelled). 

30. (Cancelled). 

31. (Cancelled). 

32. (Cancelled). 

33. (Cancelled). 

34. (Amended) A method according to claim 1 7 or claim 1 8, wherein 
the peptide is administered orally. 

35. (Amended) Use of a peptide according to any one of claims 1 
or 7 to 16 in the manufacture of a pharmaceutical composition for the 
treatment of obesity in an animal. 

36. (Amended) A pharmaceutical composition for use in the 
treatment of obesity in an animal, which comprises an effective amount 
of a peptide according to any one of claims 1 to 7 or 16, together with 
one or more pharmaceutical^ acceptable carriers and/or diluents. 
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invention has been directed to investigating whether hGH derivatives could be 
synthesised that retain the desired bioactivities and lack the unwanted side effects. 

The structure-function studies of hGH with synthetic hormonal fragments have 
5 revealed that the carboxyl terminus of the hGH molecule appears to be the functional 
domain of the hormone for the regulation of lipid metabolism 20,23 and it has been 
shown that a synthetic peptide having a sequence based in the carboxyl terminal 
region reduces body weight gain and adipose tissue mass in a laboratory obese 
animal model. 

10 

The entire contents of US Patent Application Serial No. 08/340389, dated 15 
November 1994, including the specification, claims and figures, are incorporated 
herein by reference in their entirety. 

15 SUMMARY OF THE INVENTION 

The present invention provides a peptide which comprises an analogue of the 
carboxyl-terminal sequence of a growth hormone. The peptide may comprise an 
analogue of the carboxyl-terminal sequence of human growth hormone or the growth 

20 hormone of a non-human mammalian species. As described above, the carboxyl- 
terminal sequence of growth hormone includes a bioactive lipid metabolic domain. 
In one embodiment of the invention, the peptide comprises an analogue of the 
carboxyl-terminal sequence of human growth hormone containing amino acid 
residues 177-191 or a corresponding sequence of a non-human mammalian growth 

25 hormone. The analogue may be obtained by insertion, deletion or substitution of 
amino acids in, or chemical modification of, the native carboxyl-terminal sequence 
of human growth hormone or the growth hormone of a non-human mammalian 
species. 
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CLAIMS: 

1. A peptide which comprises an analogue of the carboxyl-terminal 
sequence of a growth hormone. 

2. A peptide according to claim 1, which comprises an analogue of the 
carboxyl-terminal sequence of human growth hormone. 

3. A peptide according to claim 1, which comprises an analogue of the 
carboxyl-terminal sequence of a non-human mammalian growth 
hormone. 

4. A peptide according to claim 1, which comprises an analogue of the 
carboxyl-terminal sequence of human growth hormone containing amino 
acid residues 177-191, 

Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe, 

or a corresponding sequence of a non-human mammalian growth 

hormone, 

a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

5. A peptide according to claim 1, which is obtained by elongation, 
insertion, deletion or substitution of amino acids in, or chemical 
modification of, or introduction of a cyclic amide bond between the side 
chains of amino acids of the native carboxyl-terminal sequence of 
human growth hormone containing amino acid residues 177-191, a 
cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

6. A peptide according to claim 5, wherein 
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(i) amino acids at positions 1 82 and 1 89 of hGH are joined by 
a bond to promote a cyclic conformation; and/or 

(ii) amino acids at positions 1 83 and 1 86 of hGH are joined by 
a salt bridge or a covalent bond. 

7. A peptide according to claim 6, wherein the bond between amino acids 
at positions 182 and 189 of hGH is a disulfide bond. 

8. A peptide according to claim 6, wherein the amino acids at positions182 
and 189 of hGH are selected from the group consisting of L-Cys, D-Cys, 
L-Pen and D-Pen. 

9. A peptide according to claim 6, wherein the amino acids at positions 1 83 
and 1 86 of hGH are joined by a salt bridge, and are (X and Y) or (Y and 
X), respectively, where: 

X is a positively charged amino acid, and 
Y is a negatively charged amino acid. 

10. A peptide according to claim 9, wherein X is selected from the group 
consisting of L- or D-Arg, Lys and Orn, and Y is selected from the group 
consisting of L- or D-Asp and Glu. 

11. A peptide according to claim 6, wherein the amino acids at positions 1 83 
and 186 of hGH are joined by an amide covalent bond. 

12. A peptide according to claim 11, wherein the amino acids at positions 
183 and 186 of hGH are (X and Y) or (Y and X), respectively, where: 

X is selected from the group consisting of L- or D- Lys and Orn, 
and 
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Y is selected from the group consisting of L- or D- Asp and Glu 

13. A peptide according to claim 5, of the sequence: 

X 1 m-Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-GIy-Ser-Cys-Gly-Phfe-X n 
wherein X 1 and X 2 are each selected from the group consisting of L- or 
D- Arg, His, Lys and Tyr, and m and n are each 0, 1, 2 or 3 with the 
proviso that at least m or n is 1, a cyclic disulfide thereof or an organic 
or inorganic and addition salt thereof. 

14. A peptide according to claim 5, of the sequence: 
Y 1 -Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe 
wherein Y 1 is selected from the group consisting of the desamino form 
(H), acetyl (CH 3 CO-) and other acyl groups; 

a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

15. A peptide according to claim 5, of the sequence: 
Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe-Y 2 
wherein Y 2 is selected from the group of CONH 2 and alkyl amide 
groups, 

a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

16. A peptide according to claim 5, which is selected from: 

Ref No. STRUCTURE 

9502 Leu Arg lie Va! Gin Pen Arg Ser Val Glu Gly Ser Pen Gly Phe 

9405 ChUCO - Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
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9410 H - Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9404 Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe - CONH, 

9407 Leu Arg lie Val Gin Cys Lys Ser Val Glu Gly Ser Cys Gly Phe 

9408 Leu Arg lie Val Gin Cys Lys Ser Val Glu Gly Ser Cys Gly Phe 

| Kamide bond) 

9604 lyr Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9605 Lys Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
9618 Lys Lys Leu Arg lie Va! Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9607 Ala Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9606 Leu Lys lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9608 Leu Arg Ala Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
9403 Leu Arg Lys Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9609 Leu Arg lie Ate Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9610 Leu Arg He Val A[a Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

961 2 Leu Arg lie Val Gin Cys Arg Ala Val Glu Gly Ser Cys Gly Phe 

961 3 Leu Arg He Val Gin Cys Arg Ser Ala Glu Gly Ser Cys Gly Phe 

961 5 Leu Arg lie Val Gin Cys Arg Ser Val Glu A|a Ser Cys Gly Phe 

9616 Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ala Cys Gly Phe 
9602 Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Ala Phe 
9501 Leu Arg He Val Gin Cys Arg Ser Val Glu D-Ala Ser Cys P-Ala Phe 
9601 Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly AJa 



wherein the amino acid residue abbreviations used are in accordance 
with the standard peptide nomenclature: 
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Gly = 


Glycine; 


lie 


Isoleucine; 


GIu = 


Glutamic Acid; 


Phe = 


Phenylalanine; 


Cys = 


Cysteine; 


Arg 


Arginine; 


Gin = 


Glutamine; 


Leu = 


Leucine; 


Ser = 


Serine; 


Val = 


Valine; 


Lys = 


Lysine; 


Ala = 


Alanine; 


Asp = 


Aspartic acid; 


His = 


Histidine; 


Orn = 


Ornithine; 


Tyr = 


Tyrosine; 


Pen = 


Penicillamine (p.p'-Dimethyl-Cysteine). 



wherein all amino acids, except for glycine, are of the L-absolute 
configuration, unless indicated as D-absolute configuration, and the 
peptide has a cyclic disulfide bond between Cys(182) and Cys(189) 
or Pen(182) and Pen(189) as appropriate, 

or an organic or inorganic acid addition salt thereof. 

17. A method for the treatment of obesity in an animal, which comprises 
administering to the animal an effective amount of a peptide which 
comprises an analogue of the carboxyl-terminal sequence of a growth 
hormone. 

18. A method according to claim 17, wherein the animal is a human. 

19. A method according to claim 17 or claim 18, wherein the peptide 
comprises an analogue of the carboxyl-terminal sequence of human 
growth hormone. 

20. A method according to claim 17 or claim 18, wherein the peptide 
comprises an analogue of the carboxyl-terminal sequence of a non- 
human mammalian growth hormone. 
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21. A method according to claim 17 or claim 18, wherein the peptide 
comprises an analogue of the carboxyl-terminal sequence of human 
growth hormone containing amino acid residues 177-191, 
Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe, 

or a corresponding sequence of a non-human mammalian growth 
hormone, 

a cyclic disulfide thereof or an organic or inorganic acid addition salt 
thereof. 

22. A method according to claim 17 or claim 18, wherein the analogue is 
obtained by elongation, insertion, deletion or substitution of amino acids 
in, or introduction of a cyclic amide bond between the side chains of 
amino acids of, or chemical modification of, the native carboxyl-terminal 
sequence of human growth hormone containing amino acid residues 
177-191, a cyclic disulfide thereof or an organic or inorganic acid 
addition salt thereof. 

23. A method according to claim 22, wherein the analogue comprises a 
peptide wherein: 

(i) amino acids at positions 182 and 189 of hGH are joined by a 
bond to promote a cyclic conformation; and/or 

(ii) amino acids at positions 183 and 186 of hGH are joined by a 
salt bridge or a covalent bond. 

24. A method according to claim 23, wherein the bond between amino acids 
at positions 182 and 189 of hGH is a disulfide bond. 

25. A method according to claim 23, wherein the amino acids at 
positions182 and 189 of hGH are selected from the group consisting of 
L-Cys, D-Cys, L-Pen and D-Pen. 
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26. A method according to claim 23, wherein the amino acids at positions 
1 83 and 1 86 of hGH are joined by a salt bridge, and are (X and Y) or (Y 
and X), respectively, where: 

X is a positively charged amino acid, and 
Y is a negatively charged amino acid. 

27. A method according to claim 26, wherein X is selected from the group 
consisting of L- or D-Arg, Lys and Orn, and Y is selected from the group 
consisting of L- or D-Asp and Glu. 

28. A method according to claim 23, wherein the amino acids at positions 
183 and 186 of hGH are joined by an amide covalent bond. 

29. A method according to claim 28, wherein the amino acids at positions 
183 and 186 of hGH are (X and Y) or (Y and X), respectively, where: 

X is selected from the group consisting of L- or D- Lys and Orn 
and 

Y is selected from the group consisting of L- or D- Asp and Glu 

30. A method according to claim 22, wherein the analogue comprises a 
peptide of the sequence: 

X 1 m-Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gty-Ser-Cys-Gly-Phe-X n 
wherein X 1 and X 2 are each selected from the group consisting of L- or 
D- Arg, His, Lys and Tyr and m and n are each 0, 1 t 2 or 3 with the 
proviso that at least m or n is 1 , 

a cyclic disulfide thereof or an organic and inorganic acid addition 
salt thereof. 
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31. A method according to claim 22, wherein the analogue comprises a 
peptide of the sequence: 

Y 1 -Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe 
wherein Y 1 is selected from the group consisting of the desamino form 
(H), acetyl (CH 3 CO-) and other acyl groups, 

a cyclic disulfide thereof or an organic or inorganic acid addition 
salt thereof. 

32. A method according to claim 22, wherein the analogue comprises a 
peptide of the sequence: 

Leu-Arg-lle-Val-Gln-Cys-Arg-Ser-Val-Glu-Gly-Ser-Cys-Gly-Phe-Y 2 
wherein Y 2 is selected from the group of CONH 2 and alkyl amide groups, 
a cyclic disulfide thereof or an organic or inorganic acid addition 
salt thereof. 

33. A method according to claim 20, wherein the analogue comprises a 
peptide selected from: 



Ref No. STRUCTURE 

9502 Leu Arg He Val Gin Pen Arg Ser Val Glu Gly Ser Pen Gly Phe 

9405 CHXO- Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9410 H - Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9404 Leu Arg lie Vai Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe - CONK, 

9407 Leu Arg He Vai Gin Cys Lys Ser Val Glu Gly Ser Cys Gly Phe 

9408 Leu Arg lie Val Gin Cys Lys Ser Val Glu Gly Ser Cys Gly Phe 

| |(amide bond) 

9604 lyr Leu Arg lie Vai Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
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9605 Lys Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
9618 Lys Lys Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9607 Ala Arg lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9606 Leu Lys lie Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9608 Leu Arg Ala Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 
9403 Leu Arg Lys Vai Gin Cys Arg Ser Val Giu Gly Ser Cys Gly Phe 

9609 Leu Arg lie Ate Gin Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9610 Leu Arg He Val AJa Cys Arg Ser Val Glu Gly Ser Cys Gly Phe 

9612 Leu Arg lie Val Gin Cys Arg Aja Val Glu Gly Ser Cys Gly Phe 

9613 Leu Arg lie Val Gin Cys Arg Ser Aia Glu Gly Ser Cys Gly Phe 

9615 Leu Arg lie Val Gin Cys Arg Ser Val Glu Ate Ser Cys Gly Phe 

9616 Leu Arg lie Val Gin Cys Arg Ser Val Glu Gly Ala Cys Gly Phe 
9602 Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Ala Phe 
9501 Leu Arg He Val Gin Cys Arg Ser Val Glu D-Ala Ser Cys D-Ala Phe 
9601 Leu Arg He Val Gin Cys Arg Ser Val Glu Gly Ser Cys Gly A{a 

wherein the amino acid residue abbreviations used are in accordance 

with the standard peptide nomenclature: 

Gly = Glycine; lie = Isoleucine; 

Glu = Glutamic Acid; Phe = Phenylalanine; 

Cys = Cysteine; Arg = Arginine; 

Gin = Glutamine; Leu = Leucine; 

Ser = Serine; Val = Valine; 

Lys = Lysine; Ala = Alanine; 

Asp = Aspartic acid; His = Histidine; 
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Orn = Ornithine; Tyr = Tyrosine; 

Pen = Penicillamine (p.P'-Dimethyl-Cysteine). 

wherein all amino acids, except for glycine, are of the L-absolute 
configuration, unless indicated as D-absolute configuration, and the 
peptide has a cyclic disulfide bond between Cys(182) and Cys(189) 
or Pen(182) and Pen(189) as appropriate, 

or an organic or inorganic acid addition salt thereof. 

34. A method according to any of claims 17 to 33, wherein the peptide is 
administered orally. 

35. Use of a peptide according to any of claims 1 to 16 in the manufacture 
of a pharmaceutical composition for the treatment of obesity in an 
animal. 

36. A pharmaceutical composition for use in the treatment of obesity in an 
animal, which comprises an effective amount of a peptide according to 
any one of claims 1 to 16, together with one or more pharmaceutically 
acceptable carriers and/or diluents. 
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